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referred the bill (S. 2060) the Orphan Drug Amendments of 1992,

having considered the same reports favorably thereon with an
amendment in the nature of a substitute and recommends that the
bill as amended do pass.
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I. Purpose and Summary of the Bill

The overarching purpose of the bill (S. 2060) is to eliminate anti-

competitive uses of the Orphan Drug Act of 1983 ("Act" or
"Orphan Drug Act"). The Act is designed to assist the victims of

rare diseases and conditions by facilitating the development of

59-010



2

drugs of little commercial value. The Act does this by providing
pharmaceutical manufacturers with special incentives to research
and develop such drugs, including a federally guaranteed seven-
year period of market exclusivity.

Although the Act has been an unquestioned success in spurring
the development of important and even life-saving orphan drugs, it

has also been used by a small number of pharmaceutical compa-
nies in ways that were neither foreseen nor intended by the Con-
gress.^ Specifically, these companies have used the Act's guaran-
teed seven-year market exclusivity as a means to block competitors
from the market for tremendously valuable, i.e. blockbuster,

orphan drugs and to charge high prices to the victims of rare dis-

eases.

The bill responds directly to weaknesses in the Act that have
spawned a handful of high-priced blockbusters and allowed a seg-

ment of the pharmaceutical industry to use the Act to ensure its

profitability. It does so by refining the Act's incentives in a careful-

ly balanced and fair manner that restores it to its original pur-

pose—spurring the development of drugs of little commercial value
that might not otherwise be brought to market. To that end, the
bill provides orphan drugs of little commercial value with greater
protection and forces high-priced blockbuster orphan drugs to face

the prospect of price competition sooner.
High prices for orphan drugs have a devastating effect on the

victims of rare diseases. And, no matter how well-intentioned, the
pharmaceutical companies' free-goods programs cannot solve the
problem. 2 That is because victims of rare disease who can't afford
to pay for their orphan drugs are all too often unaware of these
programs and victims with health insurance coverage typically
can't qualify for them. Furthermore, even when rare disease vic-

tims are able to obtain adequate health insurance, they find that
they must pay much higher rates for that coverage because of the
high price of a blockbuster orphan drug. And the same is true for

their employers and co-workers who also find that health insur-
ance coverage is harder to obtain and costs much more because of
the high cost of an orphan drug to the rare disease victims in the
group. Free-goods programs can't solve the problem created by
costly orphan drugs.
Because of the carefully balanced and fair manner in which the

bill refines the Act's incentives for orphan drug development, it

enjoys the support of the overwhelming majority of the rare dis-

ease community, as well as a significant segment of the biotechnol-
ogy industry, health insurers and consumer groups. These include
the National Organization for Rare Disorders C'NORD"), which
represents 127 rare disease groups. NORD is the organization that
promoted the Act originally and that remains its most ardent de-

fender. Other supporters include the Association of Biotechnology
Companies C'ABC"), which represents small- to medium-sized bio-

technology firms engaged in orphan drug research, AIDS Action

1 137 Ckjng. Rec. S18366 (daily ed. Nov. 26, 1991) (Statement of Sen. Kassebaum).
2 "The Orphan Drug Amendments of 1991: Hearing before the Labor and Human Resources

Committee," 102d Cong., 2nd sess. (1992) (testimony of Dixie Gasparini and accompanying letter
from Landmark Chrysler/Plymouth) [hereinafter ' Labor Hearings"].
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Council, American Association of Retired Persons, Blue Cross &
Blue Shield Association and many others.

The bill preserves and expands incentives for orphan drug devel-

opment while refining the Act to assure that it better meets its in-

tended purpose. The ways in which it does so are as follows:

First, the bill provides a guaranteed market exclusivity period
for all orphan drugs after which time a sales trigger would be ap-

plied. Specifically, under the bill, after an orphan drug has been on
the market for two years, the federal Food and Drug Administra-
tion ("FDA") would be authorized to approve a competitor orphan
drug, which otherwise meets its approval criteria, when sales of the
first one on the market exceeded $200 million. In this way, the bill

preserves the incentive most sought after by the pharmaceutical
industry—a guaranteed period of market exclusivity—^while plac-

ing reasonable limits on the amount of time in which orphan drugs
of tremendous commercial value can be isolated from competition.

Second, in keeping with the recommendations of the National
Commission on Orphan Diseases ("Rare Disease Commission"), the
bill extends market exclusivity protection for up to nine years for

true orphan drugs—those with less than $200 million in sales. Ex-
tending exclusivity from seven to nine years will be a significant

incentive for most companies developing orphan drugs; 97 percent
of orphan drugs can never expect to realize sales approaching $200
million.

Third, the bill incorporates two transition rules applicable to

orphan drugs currently on the market and to those nearing FDA
approval. For orphan drugs currently on the market, the bill guar-
antees a five year period of market exclusivity before the sales trig-

ger is applied. This transition rule will not affect the vast majority
of orphan drugs now on the market that are of little commercial
value. However, for orphan drugs of significant commercial value,
the transition rule provides for a minimum of five years of exclu-
sivity before competitors, approved by the FDA, can enter the
market.
For orphan drugs nearing FDA approval, the bill's transition

rules delay the date on which it becomes effective by two years.
That means that orphan drugs approved by the FDA during this

transition period would be eligible for up to four years of market
protection before the $200 million sales trigger would be applied.

Fourth, the bill addresses the possibility that a rare disease pa-
tient population would grow rapidly beyond the 200,000 figure cur-
rently established in the law.^ Specifically, before awarding orphan
designation, the bill requires the FDA to determine the number of
people likely to be affected by a particular rare disease or condition
on the basis of a three-year growth projection. If the patient popu-
lation is likely to exceed the 200,000 level established in the law in
three years or less, then orphan designation would be withheld.

Fifth, the bill makes much needed changes to the existing
Orphan Products Board by replacing it with an Office of Orphan
Products within the Department of Health and Human Services.
The Rare Disease Commission specifically recommended that such

3 21 U.S.C. § 360bb(2)(1988).
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an office be created to provide the focus and leadership necessary
to effectively manage and coordinate the rare-disease related re-

search, regulatory, educational and service activities of the investi-

gators, foundations, voluntary organizations, pharmaceutical man-
ufacturers, federal agencies and others involved in the orphan drug
program.

Finally, the bill extends the authorization of the orphan drug
grant program through 1994 at progressively higher levels of fund-
ing.

II. Background and Need for the Legislation

A. THE USE OF THE ACT TO SHIELD BLOCKBUSTER ORPHAN DRUGS FROM
PRICE COMPETITION

The Orphan Drug Act makes available to pharmaceutical compa-
nies special incentives to develop drugs to treat diseases and condi-

tions that occur infrequently, such as hemophilia B, Pagets disease,

and AIDS-related Kaposi's sarcoma. For purposes of the Act, a rare
disease is one of affects fewer than 200,000 persons.
The Act's incentives include tax credits for clinical testing, proto-

col assistance, grants for clinical trials, and a guaranteed seven-
year period of market exclusivity to the first pharmaceutical man-
ufacturer that has its orphan drug approved by the FDA. These in-

centives were intended to stimulate investment by a single compa-
ny in a drug of little commercial value to treat a particular rare
disease; they were not intended to shield highly profitable drugs
from competition.^
To date, this combination of incentives has resulted in approxi-

mately 500 drugs receiving orphan designation from the FDA. And,
most important, sixty-two of those drugs have been approved by
the FDA and are now on the market helping rare disease patients.

By all accounts the Act has been a shining success. However,
that success is being systematically undermined by a handful of

pharmaceutical companies that are using it to shield themselves
from competition and charge high prices for orphan drugs of tre-

mendous commercial value. ^ Unless the Act is amended to elimi-

nate these practices, public support for it will erode.
A survey by the Senate Judiciary Committee's Subcommittee on

Antitrust, Monopolies and Business Rights found that at least six

pharmaceutical companies, selling five different orphan drugs,
were generating ''blockbuster" sales: Genentech and Eli Lilly for

selling human growth hormone; Amgen for selling er5d:hropoietin;

Fujisawa for selling aerosol pentamidine; Genzjnne for selling Cere-
dase and Somerset for selling eldypryl.^ In 1990, two of these drugs

4 100 Cong. Rec. 83686-87 (daUy ed. Mar. 31, 1988) (statements of Sen. Kassebaum and Sen.
Metzenbaum).

5 Labor hearings (testimony of Abbey Meyers, Executive Director, National Organization for

Rare Disorders) ("[W]e submit to you that even the Act's staunchest supporter in Congress will

call for repeal eventually when the financial viability of Medicare * * * and other government
health care programs are threatened due to the extraordinary pricing * * * for some of these
orphan drugs.")

6 "Anticompetitive Abuses of the Orphan Drug Act: Invitation to High Prices: Hearing before

the Judiciary Subcommittee on Antitrust, Monopolies and Business Rights," 102d Cong., 2nd
sess. (1992) (statement of Senator Howard M. Metzenbaum and accompanjdng charts and mate-
rial) [hereinafter Antitrust Hearings].
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were among the top 100 selling drugs out of a total of 10,000 drugs
sold in the United States: Amgen's EPO was ranked 34th with Gen-
entech's human growth hormone close behind ranked at 36th.

The Antitrust Subcommittee also determined that the high cost

of these orphan drugs was not attributable to the cost of bringing
them to market. In every case, research and development costs

were a small fraction of the company's sales revenues for their

orphan drug:

Genentech makes human growth hormone (protropin) for growth
hormone deficiency. It had total sales of $580 million through 1991
compared to research and development costs of $45 million. The
cost of the drug ranges from $10,000 to $30,000 per year.

Eli Lilly makes human growth hormone (humatrope) for growth
hormone deficiency. It had total sales of $150 million through 1991
compared to research and development costs of $16 million. The
cost of the drug ranges from $10,000 to $30,000 per year.

Amgen makes erj^hropoietin (EPO) for anemia associated with
renal failure. It had total sales of $893 million through 1991 com-
pared to research and development costs of $150 million. The cost

of the drug is $4,500 per year.

Fujisawa makes aerosol pentamidine for AIDS-related Pneumo-
cystis pneumonia. It had total sales of $255 million through 1991
compared to research and development costs of $23 million. The
cost of the drug is $2,000 to $3,000 per year.
Genzyme makes Ceredase for Gaucher's Disease. As of January

1992 Ceredase had only been on the market for eight months, yet it

already had sales of $38 million compared to research and develop-
ment costs of $30 million. The annual revenue yield for Ceredase is

expected to be nearly $80 million. The cost of the drug may reach
$250,000 to $350,000 per year.
Somerset makes eldepryl for Parkinson's Disease. It had sales

through 1991 of $190 million compared to research and develop-
ment costs of $10 million. The cost of the drug is $1,200 per year.
The fact is that each of these blockbuster orphan drugs was so

profitable that its manufacturer was able to recoup the cost of
bringing it to market with just one year's worth of sales. Clearly,
none of these are orphan drugs of little commercial value.
The Antitrust Subcommittee also determined that such anticom-

petitive abuses were likely to escalate. That is because there are at
least six orphan drugs in development that have the potential to be
costly blockbusters, including DNase, a drug being developed by
Genentech to treat cystic fibrosis.

B. A SALES TRIGGER IS THE CORRECTIVE ACTION NEEDED

Under the bill, after an orphan drug has enjoyed two years of
market exclusivity, its exclusivity could be withdrawn if its cumu-
lative net sales exceeded $200 million, or its development cost, if

that were higher. At that time, other manufacturers, with a drug
that has met the same rigorous FDA approval standards, would be
allowed to enter the market. The bill does not in any way ''cap"

the sales or the profits of an orphan drug, take it off the market or
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tell a company what it can charge for the drug. It simply fosters

price competition for orphan drugs of tremendous commercial
value.

To that end, the sales trigger is the kind of ''corrective" action
that the Rare Disease Commission urged the Congress to enact in

response to documented abuses. It is now apparent that the Rare
Disease Commission was prescient in calling for legislative reforms
in its report:

[T]he Commission is very concerned that the potential

for abuse of the incentives in the Orphan Drug Act will

threaten its future. The Commission therefore urges that
if abuses are clearly documented, Congress consider limit-

ed corrective legislation.

A sales trigger approach was endorsed by the National Commis-
sion on Acquired Immune Deficiency Syndrome C'AIDS Commis-
sion"), which has studied extensively the problem of high priced
orphan drugs for AIDS. The AIDS Commission determined that a
sales trigger was called for because it ''would result in considerable
savings for all payers of drugs for treatment of HIV disease." It es-

timated that savings on the costly AIDS blockbuster pentamidine
alone could amount to "$900 per patient per year."

Recognition that a sales trigger would enhance competition for

blockbuster orphan drugs had also come from a leading industry
group, ABC. ABC, which represents biotechnology companies on
the forefront of orphan drug research, has concluded that innova-
tion in new orphan drugs would actually be encouraged by closing

this loophole in the current law.® That is because under the cur-

rent law, fledgling biotechnology companies that are working
toward approval of a lucrative orphan drug independently, are lit-

erally closed out of the market for that drug for seven years if

their version of the orphan drug is not the first one to be approved
by the FDA. Therefore, by guaranteeing market exclusivity for

only two years, the bill mitigates substantially the inhibiting effect

that the Act can have on innovators in the biotechnology industry.

C. REFINING THE ACT's INCENTIVES WILL NOT AFFECT ORPHAN DRUG
DEVELOPMENT

The balanced approach that the bill takes to refining the Act will

encourage innovation and orphan drug development. That is be-

cause the Act's incentives are not needed to motivate pharmaceuti-
cal companies to develop orphan drugs likely to be of tremendous
commercial value. ^

At least two of the companies selling blockbuster orphan drugs

—

Genentech and Eli Lilly—were clearly not motivated to bring their

drug to market by the Act's incentives. Documents obtained by the
Antitrust Subcommittee showed that Genentech began work on
human growth hormone in 1979 and received FDA approval for it

in October of 1985.^° However, human growth hormone did not

® See remarks of Thomas G. Wiggins, on behalf of the Association of biotechnology Companies,
at the National Health Council, Mar. 31, 1992.

^ Antitrust Hearings (testimony of Mitchel Sayre, President and CEO of ImmunoGen).
^° Labor Hearings.
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become eligible for the Act's market exclusivity protection until

August of 1985, when the Act was amended to include patentable
drugs. ^ ^ That was only two months before human growth hormone
was approved for sale by the FDA. Clearly, Genentech, which sells

one of the most expensive and profitable orphan drugs, did not
need and did not rely upon the Act's incentives to bring its block-

buster to market.
Likewise, Eli Lilly began work on human growth hormone in

1978 and received FDA approval for it in March 1987.^2 Tj^jg ^^s a
little more than a year and half after Ely Lilly first because eligi-

ble for market exclusivity protection under the Act in August of
1985. Consequently, Eli Lilly, like Genentech, did not need and
could not have relied upon the Act's market exclusivity incentive
to bring its blockbuster to market.
And the same is true today. The enthusiasm of biotechnology

firms for engaging in orphan drug development does not hinge on
the Act's market exclusivity incentive. That was recently con-
firmed by Genzyme, the manufacturer of the most costly blockbust-
er in history, Ceredase. In its December 31, 1991, 10-K federal Se-
curities and Exchange Commission disclosure filing, Genzyme
stated that the "commercial success of [their orphan drug products,
including Ceredase] * * * will depend more significantly on their
safety and efficacy profile and on the price relative to competitive
or alternate treatments * * * than on any exclusivity afforded by
the Orphan Drug Act."

It could not be more clear that the Act's exclusivity incentive
was not needed by and is not what motivated Genentech, Eli Lilly

or Genzyme to develop their blockbuster orphan drugs. Therefore,
there is not reason to believe that tinkering with the Act's incen-
tives for commercially successful orphan drugs will affect future
development.

D. THE BIOTECHNOLOGY INDUSTRY WILL NOT BE HARMED BY A SALES
TRIGGER

For the vast majority of biotechnology firms, the $200 million
sales trigger will have no effect whatever because their orphan
drug will never approach that level of sales. Despite this fact, the
biotechnology industry argues that a sales trigger threatens its

future because it will dry up investment in future orphan drugs.
There is, however, no evidence to support such a contention. In one
instance, a company which indicated that a change in the Act
would affect its interest in orphan drug development did not have
a single orphan drug in the pipeline. The fact is that no enterpris-
ing biotechnology company is going to walk away from the orphan
drug program because it might have to face competition when its

sales reach $200 million.
Under the bill, incentive to invest in orphan drugs will continue

to be tremendous. Biotechnology companies will still generate huge
sales compared to the cost of development. And, no other industry
will be able to assure potential investors of a two year market mo-

Orphan Drug Amendments of 1985, Public Law No. 99-91, 99 Stat. 387 (1985).
^2 Labor Hearings.

Labor hearings (testimony of Mitchel Sayre, President and CEO of ImmunoGen).
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nopoly that will continue indefinitely until their product reaches
$200 million in sales. Also, the commercial benefit of being able to

fully develop a small market within two years cannot be underesti-
mated because it enables a company to build intense brand loyalty

among its customers.

E. EXCLUSIVITY PROTECTION HAS BEEN MISUSED BY THE ORPHAN DRUGS
THAT NEED IT THE LEAST

Since the Act was passed in 1983, the biotechnology industry,
which is currently engaged in much of the innovative work in the
pharmaceutical arena, has placed increasing reliance on the
Orphan Drug Act to protect their most profitable products from
competition.^^ The industry claims that the patent and other intel-

lectual property laws, both as written and as applied to their prod-
ucts by the U.S. Patent Office and the Courts, are inadequate to

protect them from unfair competition. However, with few excep-
tions, the industry has been unable or unwilling to come forward
with concrete legislative proposals to fix these laws.^^

Instead, the biotechnology industry has been content to use the
Act as an adjunct to or surrogate for patent protection. The obvious
problem is that the Act was never intended as a substitute for the
intellectual property or patent laws. The purpose of Orphan Drug
Act was to provide an incentive for a single pharmaceutical compa-
ny to develop a drug of little commercial value to help the victims
of a rare disease.

The misuse of the Act's incentives to block competitors from the
market has created the problem of high-priced blockbuster orphan
drugs that now jeopardizes public confidence in and support for the
Act. It is axiomatic that to solve the problem of lack of effective

patent and intellectual property protection, the biotechnology in-

dustry should direct its energies toward reforming those laws and
not toward perverting the orphan drug program.

E. CORRECTING THE ACT's INCENTIVES DOES NOT USURP ANY
participant's

*

'rights"

The bill applies to orphan drugs currently on the market as well
as those in the pipeline. However, for orphan drugs now on the
market the bill provides exclusive protection for a minimum of five

years, after which time the $200 million trigger would become ap-

plicable. As noted, the very few commercially lucrative orphan
drugs now on the market that might be affected by the trigger

after five years would remain on the market at whatever price the
manufacturer wished to change. The sole change would be that, if

there is a competitor drug, the competitor would be allowed on the
market after five years if it could meet rigorous FDA approval
standards.
This is not the first time that Congress has amended the Act in a

manner that affects marketable orphan drugs. Specifically, when
the Act was amended in 1985 to allow patentable orphan drugs

Letter to Sen. Metzenbaum from the Industrial Biotechnology Association, Jan. 13, 1992.
^ 5 Even though much of the industry supports 8. 654, the Biotechnology Patent Protection Act

of 1991, they claim that additional—but, as yet, unspecified—measures are required to provide
them with adequate intellectual property protection.
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into the program, there were five companies simultaneously en-

gaged in developing human growth hormone. Because of that
change in the law, Genentech, the first company to have its human
growth hormone product approved by the FDA, won exclusive mar-
keting rights, thereby locking the others out of the market for

seven years. ^® However, none of the manufacturers deprived of

their ability to sell human growth hormone for seven years by Gen-
entech's designation brought action against the government claim-
ing that they had been deprived of a cognizable right. That is be-

cause the Act was not intended to and does not create constitution-

ally-based property or other rights for manufacturers of blockbust-
er orphan drugs. ^"^ Rather, by providing incentives for pharmaceu-
tical manufacturers to bring drugs of little commercial value to

market the Act creates commercial opportunities for these compa-
nies that would not otherwise exist.

III. History of the Legislation

A bill reauthorizing the Orphan Drug Act, S. 2060, was intro-

duced on November 26, 1991, by Senators Nancy Kassebaum and
Howard Metzenbaum and was referred to the Committee on Labor
and Human Resources. On March 3, 1992, the Committee held a
hearing on the legislation. Testimony was received from 13 wit-

nesses, including Representative Gerry E. Studds, the Commission-
er of Food and Drugs, individuals with rare diseases and their rep-
resentatives, and representatives of drug companies and their asso-

ciations.

A substitute amendment offered by Senators Metzenbaum and
Kassebaum was adopted by the Committee on July 1, 1992.
As introduced originally, S. 2060 applied the $200 million sales

trigger to all orphan drugs upon enactment. However, in response
to recommendations proposing that drugs in various stages of the
development and approval process be accorded different treatment,
the substitute adopted by the Committee modifies the effective data
provisions. For orphan drugs already on the market, the substitute
guarantees a minimum of five years of exclusive marketing from
the date of FDA approval. For orphan drugs in the pipeline await-
ing approval, the substitute provides for a two-year delay in the
bill's effective date, thereby providing up to four years of exclusive
marketing for drugs in this category.

In addition, the substitute provides for a guaranteed two-year
period of exclusive marketing for all orphan drugs in order to pro-
vide a definite period of time in which a drug would be protected
from competition.

Finally, in response to suggestions that incentives under the Act
be strengthened for orphan drugs that do not exceed the $200 mil-
lion sales figure, the substitute increases the length of the exclu-
sive marketing period from seven to nine years.

Eli Lilly was allowed to market its human growth hormone product because the FDA deter-
mined that a small difference in molecular structure made its product distinct from Genentech's
version of the drug. The other three companies have been blocked from the market since then.

See e.g., Letter to Patricia J. Kenney, Esq. from John Taylor, Associate Commissioner for

Regulatory Affairs, FDA, Mar. 6, 1987 (no pioneer orphan drug has a "property right in its ex-

clusive marketing").
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IV. Committee Views

SECTION 2: DESIGNATIONS

On the strength of the recommendation of the Rare Disease Com-
mission, the Committee lengthened the period of market exclusiv-

ity for orphan drugs of little commercial value from seven to nine
years. The Committee believes that extending exclusivity will

create an incentive of significance to the vast majority of pharma-
ceutical manufacturers engaged in orphan drug development that
cannot and do not expect their drug to ever reach $200 million in

sales.

SECTION 3: TERMINATION OF ORPHAN DRUG STATUS FOR ORPHAN DRUGS
OF SIGNIFICANT COMMERCIAL VALUE

The Committee believes that a two year guarantee of market ex-

clusivity will preserve the incentive most sought after by the phar-
maceutical industry—a guaranteed market monopoly for a definite

period of time. However, to assure that the legislation will take
effect in a timely manner, the FDA has been given the authority to

begin reviewing a new drug application at the request of a competi-
tor when the sales of the first orphan drug on the market reach
$150 million. The burden would be on the competitor to present
data to the FDA showing that sales of the first drug on the market
had exceeded the Act's thresholds. In that regard, the FDA would
serve as an impartial arbiter in terms of reviewing the data on
sales revenue. The FDA could then approve a qualifying competitor
for marketing when it was satisfied that the sales of the first

orphan drug on the market had exceeded $200 million. Instituting

the sales trigger at this point allows competitors on the market
when an orphan drug crosses the threshold from a drug of little

commercial value to one of tremendous commercial value.

In addition, to assure that a manufacturer would be able to

recoup its cost of developing an orphan drug, the bill allows the
manufacturer to submit evidence to the FDA that the cost of devel-

opment exceeded $200 million. The Committee believes that it is

unlikely that development costs will exceed $200 million. Howev-
er, in the exceptional case that such a showing can be made, the
FDA could not approve a competitor until such time as sales of the
first drug exceeded its development cost.

The Committee also believes that it is appropriate to provide spe-

cial transition rules for orphan drugs now on the market and those
nearing FDA approval. To that end, orphan drugs on the market
will be guaranteed five years of market exclusivity before the $200
million sales trigger would be applied. This transition rule will

have no effect on the vast majority of orphan drugs now on the
market because they have no reasonable expectation of ever reach-
ing $200 million in sales.

^^It seems likely that an orphan drug with less than $200 million in sales in seven years
would not attract competitors, and therefore could have the market to itself for much longer
than nine years.

For example, in the August 12, 1991, edition of Fortune, Stephen Duzan, CEO of Immunex
and President of the Industrial Biotechnology Association, is quoted as sajdng that "there's no
$200 million biotech drug out there."

I
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The other transition rule provides a two year delay in the imple-
mentation of the Act. The practical effect of the delay is to provide
orphan drugs nearing FDA approval with additional exclusivity

protection of up to four years, depending on when they are ap-

proved for marketing.
The Committee recognizes the pharmaceutical companies with

orphan drugs on the market or nearing FDA approval may have
expected to receive seven years of market exclusivity under the
Act. However, because a company will not be affected unless its

orphan drug is a tremendous commercial success, the Committee
believes that the monetary rewards generated by a blockbuster will

more than offset any disappointment occasioned by these changes
in the Act.

SECTION 4: OFFICE FOR ORPHAN AND RARE DISEASES AND CONDITIONS

The Committee believes that it is important to establish an office

within the Department of Health and Human Services for the
orphan drug program. The Rare Disease Commission recommended
that such an office be created to coordinate the activities within
the federal government concerning, among other issues, the devel-
opment of drugs, devices, and medical foods for persons with
orphan diseases and conditions.

Currently, the only office designated to coordinate these func-
tions is located at the National Institutes of Health C'NIH"). That
office, which has recently been combined with the Office of Uncon-
ventional Medical Practices, has no staff assistance. 2° It is obvious
that a central office devoted to the subject of orphan diseases is

needed to coordinate effectively programs and initiatives for the
victims of a rare disease or condition and their families.

U.S. Senate,
Committee on the Judiciary,

Washington, DC, June 30, 1992.

Hon. Howard Metzenbaum,
U.S. Senate,
Washington, DC.
Dear Howard: As a follow-up to my remarks at the June 17

Labor Committee business meeting, I wanted to again mention my
concerns about the retroactive application of S. 2060, the Orphan
Drug Amendments Act.
As I stated last week, I will support the substitute amendment to

S. 2060 when the committee resumes consideration of the bill. But
while I do not believe that the bill's retroactive application pre-
sents a constitutional problem, I continue to have some concerns
about its fundamental fairness to companies that have made in-

vestments in reliance on the Orphan Drug Act.
I appreciate the leadership of Senators Metzenbaum and Kasse-

baum in identifying unintended uses of the Orphan Drug Act and
proposing legislation to prevent such abuses in the future. The sub-
stitute amendment to S. 2060 reflects a considerable compromise
on key issues in this debate and I appreciate the willingness of the
bill's sponsors to consider the concerns of other committee mem-

20 The Washington Post, Jan. 26, 1992.
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bers. I am not writing to you with the intention of delaying consid-

eration of the bill, but only to express my continuing reservations
about its retroactive application. I hope a compromise may be
reached on this issue as the Senate proceeds with this important
legislation.

My best wishes.
Cordially,

Paul Simon, U.S. Senator.

V. Cost Estimate

CONGRESSIONAL BUDGET OFFICE COST ESTIMATE

1. Bill number: S. 2060.

2. Bill title: Orphan Drug Amendments of 1992.

3. Bill status: As ordered reported by the Senate Committee on
Labor and Human Resources on July 1, 1992.

4. Bill purpose: To revise the orphan drug provisions of the Fed-
eral Food, Drug, and Cosmetic Act, the Public Health Service Act,

and the Orphan Drug Act, and for other purposes.
5. Estimated cost to the Federal Government:

[By fiscal years, in millions of dollars]

1992 1993 1994 1995 1996

Estimated authorization levels:

Office for Orphan Diseases

Orphan Drug Act programs 8 25 30

{') {')

Total estimated authorization 8 25 30 {')

Estimated outlays:

Office for Orphan Diseases

Orphan Drug Act programs 0 24 29 5

{')

1

Total estimated outlays 0 24 29 5 1

> Less than $500,000.

The costs of this bill fall within budget function 550.

Basis of estimate: S. 2060 would establish an Office for Orphan
Diseases and Conditions within the Department of Health and
Human Services. The bill also would establish an 11-member com-
mittee to advise the office in carrying out its functions. Members of

the committee would receive compensation for travel expenses in-

volved in performing their duties. Assuming that the committee
meets two times per year for four days at a time, the cost of com-
pensation for the committee and other expenses for the office

would be less than $500,000 in each fiscal year.
The bill reauthorizes funding for activities authorized by the

Orphan Drug Act. The bill authorizes appropriations of $20 million

in fiscal year 1992, $25 million in fiscal year 1993, and $30 million

in fiscal year 1994. In fiscal year 1992, $12 million was appropri-

ated for the Orphan Drug Act programs. CBO's estimate of the
amount authorized in fiscal year 1992 is the difference between the
authorization level in the bill and the actual appropriation. Be-
cause it is so late in fiscal year 1992, this estimate assumes that no
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additional appropriations will be forthcoming. Therefore, no addi-

tional outlays would result for these activities in fiscal year 1992.

Except for fiscal year 1992, this estimate assumes that all au-

thorizations are fully appropriated at the beginning of each fiscal

year. Outlays are estimated using spendout rates computed by CBO
on the basis of recent program data.

6. Pay-as-you-go considerations: The Budget Enforcement Act of

1990 sets up pay-as-you-go procedures for legislation affecting

direct spending or receipts through 1995. None of the provisions of

S. 2060 would affect direct spending or receipts. Therefore, this bill

has no pay-as-you-go implications.
7. Estimated cost to State and local governments: None.
8. Estimate comparison: None.
9. Previous CBO estimate: None.
10. Estimate prepared by: Connie Takata.
11. Estimate approved by: Paul Van de Water, for C.G. Nuckols,

Assistant Director for Budget Analysis.

VI. Regulatory Impact Statement

The Committee has determined that there will be a minimal in-

crease in the regulatory burden as a direct result of this bill. The
bill strikes a balance between need to reform the Act to eliminate
anticompetitive uses that foreclose price competition for orphan
drugs of tremendous commercial value and the potential additional
cost of setting out standards to determine when the criteria set

forth under the bill have been met.

VII. Section-by-Section Analysis

SECTION l: SHORT TITLE

The short title of the bill is the Orphan Drug Amendments of
1992.

SECTION 2: DESIGNATIONS

Under current law, the applicant for orphan drug status must
show that, at the time of designation, "the disease or condition" for

which the drug is marketed "affects less than 200,000 persons in

the United States." Section 526(a)(2) of the Federal Food, Drug and
Cosmetic Act ("FDC Act"), 21 U.S.C. 260bb(a)(2). In the case of a
disease with a growing population (such as AIDS), this means that
a drug can qualify for orphan drug status even though it is expect-
ed that in the near future more than 200,000 people will be affect-

ed.

Section 2 requires that the determination as to whether 200,000
people are affected by a disease or condition will be made on the
basis of projections as to the number of people who will be affected
three years from the date that the designation is requested. Thus,
the legislation would require the applicant for an orphan drug des-

ignation to carry the burden of proving that fewer than 200,000
persons have the disease or condition both at the time the request
for a designation is made and during the three subsequent years.

Section 527 of the FDC Act also requires the Secretary to permit
additional drugs on the market if certain specified conditions are
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met. The legislation would amend section 527 to require the Secre-
tary to lift the prohibition on approval imposed by the Orphan
Drug Act's exclusivity provision if at any time after designation an
applicant demonstrates that the patient population exceeds
200,000. This change is effective on the day of enactment and ap-
plies to orphan drugs now on the market.
This legislation does not alter the statutory definition of rare dis-

ease or condition (which is a disease that
*

'affects less than 200,000
persons in the United States'') nor does it alter the Secretary's au-
thority to interpret that provision.

SECTION 3: TERMINATION OF ORPHAN DRUGS OF SIGNIFICANT
COMMERCIAL VALUE

Current law provides that an unlimited number of companies
may obtain an orphan drug designation. An unlimited number of
companies may also apply for approval of an orphan drug, but only
one (the first to obtain approval) is given seven years of market ex-

clusivity. The remaining sponsors must wait until the end of the
seven-year period to market their products.

Section 3 increases the period of market exclusivity from seven
to nine years.

Section 3 also establishes a trigger of $200 million in cumulative
net sales during the exclusive marketing period. In general, when
sales exceed the $200 million trigger, a company loses its exclusive
marketing rights to an orphan drug. An exception is provided in

cases where a company can demonstrate that development costs of

the drug exceeded the $200 million amount. In addition, the section

guarantees a minimum two-year exclusive marketing period. Con-
sequently, any approved orphan drug would be assured of at least

two years without possibility of competition—even if its sales

exceed $200 million prior to that time.
The section defines "cumulative net sales" as total sales of a

drug in the United States minus discounts allowances, and returns.

The section also provides for an appeals process in which a compa-
ny can submit evidence that sales of its drug have not exceeded
$200 million or that the development costs of the drug exceeded
that amount. The section outlines data which the Secretary may
consider in determining whether or not the sales trigger has been
exceeded and permits individuals to petition the Secretary to deter-

mine whether or not exclusive marketing rights for a drug should
be terminated.

Section 3 further requires the Secretary to begin review of other
applications when the net sales of the designated drug reach $150
million, in order to avoid delay in the approval of a second spon-
sor's drug once the $200 million trigger is exceeded. This provision
does not permit the approval of a competing drug prior to the ter-

mination of the market exclusivity of the designated drug.
Section 3 also provides special transition rules to deal with those

orphan drugs which have already been approved and those current-
ly under development. For orphan drugs already on the market,
the section guarantees a minimum of five years of exclusive mar-
keting from the date of FDA approval. All sales from the date of

approval would be counted in determining whether the $200 mil-
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lion sales trigger is exceeded, but the minimum five-year exclusiv-

ity is assured even if sales exceed that amount sooner.

For orphan drugs in the pipeline which have not yet been ap-

proved, the section provides for a two-year delay in the implemen-
tation of the legislation. Consequently, drugs approved during the
two years following the enactment of S. 2060 would enjoy exclusive

marketing rights during that period and would also be guaranteed
a minimum of an additional two years of exclusivity following that
time. Drugs in this category could receive up to four years of exclu-

sive marketing even if their sales exceed $200 million during that
period. Such drugs could enjoy up to eleven years of exclusive mar-
keting if their sales do not exceed $200 million.

SECTION 4: OFFICE FOR ORPHAN AND RARE DISEASES AND CONDITIONS

This section would eliminate the Orphan Products Board and
substitute an Office for Orphan Diseases and Conditions within the
Department of Health and Human Services. The Office would co-

ordinate the activities within the Federal government concerning
the development of drugs, devices and medical foods for persons
with orphan diseases and conditions. It would also promote re-

search on drugs for treatment of rare diseases, sponsor educational
activities, serve as a link between government and private activi-

ties related to orphan drugs, and provide information to Congress
as requested. The Office would be assisted by an advisory commit-
tee comprised of representatives of organizations of persons with
rare diseases and conditions, research scientists and representa-

tives of health-related companies.

SECTION 5: AUTHORIZATION FOR ORPHAN DRUG ACT

Section 5 provides for an authorization for the grant program for

fiscal years 1992, 1993, and 1994. It provides for an authorization of

$20 million for fiscal year 1992, $25 million for fiscal year 1993, and
$30 million for fiscal year 1994.

VIII. Votes in Committee

S. 2060 was brought up for markup at the Labor and Human Re-
sources Executive Session on July 1, 1992. At that time. Senators
Metzenbaum and Kassebaum offered an amendment in the nature
of a substitute. The bill was reported favorably by the Committee
by voice vote.



IX. MINORITY VIEWS OF SENATORS HATCH, THURMOND,
DURENBERGER, AND COCHRAN

For the reasons enumerated herein, the undersigned members of
the Labor and Human Resources Committee oppose enactment of
S. 2060, the ''Orphan Drug Amendments of 1991." In short, it is

our view that, if S. 2060 is enacted, the public health will suffer

because fewer orphan drugs will be developed and fewer people suf-

fering from rare diseases would benefit from potential break-
through therapies.

I. THE SUCCESS OF THE ORPHAN DRUG ACT

The Orphan Drug Act is a success story. In the ten years before
its passage in 1983, only 10 products considered orphan drugs were
approved by the Food and Drug Administration. Since that time,

there have been 62 approvals for new drugs for rare diseases, and
there are more than 350 others in the development pipeline.

Almost 2.5 million Americans have directly benefitted from these
orphan products. Many more families beset by rare diseases

throughout the world have also benefitted from the enactment of

this statute.

Representative of this success is the development of the following
drugs designed to treat devastating rare diseases and conditions:

Succimer (Treatment of lead poisoning in children; estimated prev-

alence—17,000 patients; sponsor—McNeil Consumer Products), Pe-

gademase bovine (Enzyme replacement for ADA deficiency in pa-

tients with severe combined immunodeficiency; estimated preva-
lence—40 patients; sponsor—Enzon), Rifampin (Intravenous antitu-

berculosis treatment where oral preparation not feasible; estimated
prevalence—40,000 patients; sponsor—Marion Merrell Dow), Meflo-
quine HCL (Treatment of acute malaria; estimated prevalence

—

1,000 patients; sponsor—Hoffman-La Roche), and Beractant (Treat-

ment of neonatal respiratory distress syndrome; estimated preva-
lence—50,000 patients; sponsor—Ross Laboratories.)

Yet, despite these successes, there is much work to be done. Only
about 1.5 percent of the estimated 5,000 rare diseases have ap-

proved orphan drugs. In the United States alone, 10 to 20 million

people are suffering from rare diseases for which there are no
known safe and effective drugs.
Whenever we consider changes to the Orphan Drug Act, the

impact on those afflicted by currently untreatable rare conditions

must be at the forefront of our assessment. Those who wish to alter

fundamentally the highly successful incentive structure of the cur-

rent law should face a heavy burden in demonstrating that any
proposed changes would clearly benefit, and not undermine, the
orphan drug development process.

(16)
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II. THE POUCY ARGUMENTS AGAINST S. 2060

Because we all share the common goal of creating incentives to

help develop cures and treatments for those estimated 5,000 cur-

rently untreatable rare diseases, the public policy question is what
the best mechanism is to encourage the development of new
orphan drug products.

It is our view, unfortunately, that if enacted, the substitute
amendment to S. 2060 will result in fewer drugs investigated, fewer
cures developed, and less human pain and suffering alleviated.

At the March 3, 1992, hearing of this Committee, the Commis-
sioner of Food and Drugs, Dr. David Kessler, gave testimony oppos-
ing S. 2060, stating that, **a sales cap provision is both bad policy

and unadministrable."
Through a June 16, 1992, letter from Dr. Louis W. Sullivan, Sec-

retary of Health and Human Services, the Administration con-
veyed its strong opposition to S. 2060 on the following policy

grounds:

We question whether S. 2060 would increase competition
among firms, lower prices, or increase access to orphan
products for those suffering from rare diseases and condi-

tions. Instead, it is likely to reduce the research activity

that has produced so many life-saving treatments for rare
diseases.

We concur in the opinions of these highly respected public health
officials that the bill almost certainly will result in less orphan
drug development activity and fewer patients will benefit from new
therapies in the long-run.
The retroactive nature of the bill would have a severe, chilling

effect on the long-term investment decisions made by firms. The
Orphan Drug Act provides several economic incentives for the pur-
pose of directing more resources into orphan disease research than
would be ordinarily allocated by the marketplace. Most notably
these include the seven-year marketing exclusivity provision. Pro-
ponents of decreasing these incentives through imposition of the
$200 million sales cap would lead us down a path where inevitably
fewer resources would be committed toward orphan drug develop-
ment.
On this last point—the sales cap's probable negative impact on

research activity—we wish to note the views of Senator Heflin,

who prepared a statement for the January 21, 1992, hearing on
orphan drugs held by the Antitrust, Monopolies and Business
Rights Subcommittee:

* * * the bill in effect tells manufacturers that they will

be allowed to recoup their expenses, but will not be al-

lowed to make a profit. Since there is little or no way to

anticipate fully the costs which will be incurred, the possi-

bility that no profit will be allowed after-the-fact will in-

evitably dampen the willingness of even the most altruistic

companies to invest at the risk of no effective return. I

question whether this is the kind of message Congress
wants to send to those who have responded to our invita-

tion to invest millions of dollars of private funds in the de-
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velopment of safe and effective drugs to treat victims of
rare diseases. Ultimately, it will be those victims who will

pay the price for our shortsightedness, as research and de-

velopment funds dry up.

We believe that S. 2060 unwisely changes the rules in the middle
of the game and would serve as a particular disincentive on orphan
product research conducted by our biotechnology industry. This is

so because the statute often acts as a special protection to geneti-

cally engineered products that are not always patentable. In sup-
plementing the normal patent system, the Orphan Drug Act has
provided an important extra measure of certainty for biotechnology
firms.

One of the key failures of the bill is that it does not take into

account the inevitable failures in the laboratory. It has been esti-

mated that only one product in 4,000 makes it out of the initial

testing phase. Focusing solely on the successful products is not a
fair and accurate method to evaluate all of the cost factors in-

volved in developing orphan drugs.
With respect to this issue, on February 28, 1992, the Committee

received correspondence from the San Francisco-based AIDS activ-

ist organization. Direct Action for Treatment Access, that argued
against the imposition of the $200 million sales limitation:

Judicious sales caps, we believe, are impossible because
the basic assumptions about drug development underlying
sales caps are fallacious. A drug that gets approval has to

pull far more than its own weight. Like the one oil strike

that finally pays off, it has to pay for all the dry holes, the
general expense of the company, and future development.

It is important to note that both the Pharmaceutical Manufac-
turers Association and the Industrial Biotechnology Association, or-

ganizations whose collective membership comprises the firms that
have developed the great bulk of the approved orphan drugs,

oppose S. 2060. Both of these organizations have argued that, by
concentrating solely on approved products the bill does not ade-

quately take into account the costly nature of the drug develop-
ment process in which failure is the rule and success is the excep-
tion.

We do not doubt the good intentions of those who favor S. 2060.

Paying for expensive medical treatments places an enormous
burden on families struggling with the everyday difficulties of

caring for family members suffering from these terrible rare dis-

eases. We command those companies that have established pro-

grams to provide orphan drugs to families who do not have ade-

quate means to pay for their medications and encourage all firms
' to establish and expand such programs.

Many of the problems associated with the lack of financial access

to costly orphan disease medications belong more properly to the

more general health care reform debate. As the deliberations pro-

ceed on the issue of how best to reform the American health care

system, we must be concerned about all of those families facing the

devastation—^both personal and financial—of catastrophic illness,

including orphan diseases.
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The Coalition for Orphan Disease Research is an organization
comprised of 18 member organizations interested in promoting re-

search on diseases with small patients populations. Members of the
Coalition include the American Lung Association, American Liver
Foundation, Leukemia Society of America, Cystic Fibrosis Founda-
tion, Myasthenia Gravis Foundation, the Sickle Cell Anemia Asso-
ciation and the National Urban League. On June 16, 1992, the Coa-
lition informed the Committee by letter of its view that "* * * the
harmful sales cap contained in S. 2060 * * * had already forced
some manufacturers out of the orphan drug arena * * * A sales

trigger of any kind is unacceptable." The Coalition has taken the
position that:

The Orphan Drug Act of 1983 is a wonderful success. It

has achieved and continues to satisfy its intended purpose
of stimulating orphan drug development. The existing re-

search and development incentive provided in the Act
should be strengthened of left unchanged * * *. S. 2060
will undermine those incentives and destroy the prospect
of future orphan drug development at the expense of rare
disease patients.

It is unrealistic, and unwise, however, to expect that the Orphan
Drug Act can, or should, be a primary mechanism to guarantee fi-

nancial access to health care services. The chief purpose of the
Orphan Drug Act has been, and should remain, to provide the in-

centives necessary to encourage more resources than would ordi-

narily be allocated toward the research and development of drugs
for rare disease conditions.
By materially decreasing the current successful incentives, adop-

tion of S. 2060 would seriously diminish vital orphan drug develop-
ment activity and would have a concomitant negative impact on
the public health. Accordingly, we oppose S. 2060 as a matter of

policy.

III. THE LEGAL OBJECTION TO S. 2060

Aside from the pure policy objections to the bill, S. 2060 presents
a major legal issue as well. As drafted, S. 2060 would act, in certain

circumstances, to retroactively strip current holders of orphan drug
designations of their statutorily created right in a fixed, seven-year
market exclusivity period.
We are concerned that, if enacted, the proposed amendment runs

the risk of being held an unconstitutional taking of private proper-
ty that might ultimately result in the federal government incur-

ring a substantial liability. Like patent rights, which cannot be
taken without just compensation, the seven-year exclusive market-
ing right could constitute ''property" within the protection of the
Fifth Amendment due process clause.
The exclusive marketing provisions of the Orphan Drug Act very

likely creates an intangible property interest protected under the
Takings Clause. Under the Act this right is a nondiscretionary, in-

vestment-backed, vested property right to exclusive marketing of a
certain product for a certain period of time. Those who hold this

right possess the three basic elements that make up property: the
right to use the property, to exclude others from using the proper-
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ty, and to dispose of the property. By destroying the right to exclu-

sivity in certain situations, S. 2060 raises a substantial issue under
the Takings Clause.

In a June 16, 1992, letter to the Committee, the Justice Depart-
ment expressed major concerns over this feature of the bill:

In sum, we think that changing the fundamental charac-
ter of exclusive marketing rights that already have been
created under the ODA would present a significant issue

under the Takings Clause.

In his statement submitted for the January 21, 1992, Judiciary
Committee hearing on orphan drugs. Senator Heflin expressed
similar concerns about the legal deficiency of the retroactivity fea-

tures of the proposed Orphan Drug amendments: "In short, I be-

lieve the proposed bill runs a high risk of being held an unconstitu-

tional taking of private property." We share this concern.

IV. CONCLUSION

The goal of the Orphan Drug Act is to encourage the discovery
and development of safe and effective therapies for rare diseases.

There is strong evidence that this goal is being realized.

There is consensus that cures should be found for all 5,000 of the
known rare diseases. Our current success rate of 1.5 percent of

these diseases is simply not good enough, so we must do more to

encourage research and development of products to treat rare con-

ditions.

We are opposed to S. 2060, the
*'Orphan Drug Amendments of

1991,'' because we believe that, if enacted into law, this bill—how-
ever well-intentioned—^would seriously impede the flow of re-

sources invested in orphan drug research. As a consequence, the

public health would be adversely affected because fewer cures

would be developed and fewer patients would benefit.

S. 2060 is objectionable on policy grounds as it decreases the in-

centives for orphan drug research and provides no guarantee for

increasing access to approved orphan products. Moreover, as a
matter of law, it exposes the federal government to a substantial

potential liability if, as seems more probable than not, it is found
by the court system to constitute, in certain instances, a taking
without just compensation.

It is our view that adoption of S. 2060 will fundamentally dimin-

ish the current array of incentives that have proven successful in

aiding in the approval of 62 orphan products since the passage of

the Orphan Drug Act. We fear that, if this bill becomes law, we
must be prepared to see the rate of orphan product approvals de-

cline markedly. What this means is that many of our fellow citi-

zens and their families will be deprived of potential cures and, just

as important, their hope for a better future.



X. Changes in Existing Law

In compliance with rule XXVI paragraph 12 of the Standing
Rules of the Senate, the following provides a print of the statute or
the part or section thereof to be amended or replaced (existing law
proposed to be omitted is enclosed in black brackets, new matter is

printed in italic, existing law in which no change is proposed is

shown in roman):

Federal Food, Drug, and Cosmetic Act*******
DESIGNATION OF DRUGS FOR RARE DISEASES OR CONDITIONS

Sec. 526. (a)(1) * * ********
(2) For purposes of paragraph (1), the term "rare disease or condi-

tion" means any disease or condition which (A) affects less than
200,000 persons in the United States, or (B) affects more than
200,000 in the United States and for which there is no reasonable
expectation that the cost of developing and making available in the
United States a drug for such disease or condition will be recovered
from sales in the United States of such drug. Determinations under
the preceding sentence with respect to any drug shall be made on
the basis of the facts and circumstances as of the date the request
for designation of the drug under this subsection is made, and on
the basis ofprojections as to the number ofpersons who will be af-

fected by the disease or condition 3 years from such date.*******
PROTECTION FOR DRUGS FOR RARE DISEASES OR CONDITIONS

Sec. 527. (a) Except as provided in subsection (b), if the Secre-
tary—

(1) approves an application filed pursuant to section 505,

(2) issue a certification under section 507, or

(3) issues a license under section 351 of the Public Health
Service Act

for a drug designated under section 526 for a rare disease or condi-

tion, the Secretary may not approve another application under sec-

tion 505, issue another certification under section 507, or issue an-
other license under section 351 of the Public Health Service Act for

such drug for such disease or condition for a person who is not the
holder of such approved application, of such certification, or of

such license until the expiration of [seven] 9 years from the date
of the approval of the approved application, the issuance of the cer-

tification, or the issuance of the license. Section 505(c)(2) does not

(21)
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apply to the refusal to approve an application under the preceding
sentence.

(1) The Secretary finds, after providing the holder notice and
opportunity for the submission of views, that in such period
the holder of the approved application, of the certification, or
of the license cannot assure the availability of sufficient quan-
tities of the drug to meet the needs of persons with the disease
or condition for which the drug was designated; [or]

(2) such holder provides the secretary in writing the consent
of such holder for the approval of other applications, issuance
of other certifications, or the issuance of other licenses before
the expiration of such seven-year period

(3) a drug has been designated under section 526 for a rare

disease or condition described in section 526(a)(2)(A) and if after

such designation such disease or condition does not meet such
description; or

(4) the Secretary has issued a termination notice under, and
acted in accordance with, subsection (c).

(c)(1) If the Secretary determines that the cumulative net sales of
a drug that is designated under section 526 are more than
$150,000,000 during the 9-year period described in subsection (a), the

Secretary shall commence the review of any other application under
section 505, certification under section 507, or license under section

351 of the Public Health Service Act (k2 U.S.C. 262), for such drug
for such designation, if such review has not already commenced.

(2)(A) Except as provided in subparagraph (C), if the Secretary de-

termines that the cumulative net sales of a drug that is designated
under section 526 are more than $200,000,000 during the 9-year

period described in subsection (a), the Secretary shall issue a termi-

nation notice to the holder of the approved application under sec-

tion 505, certification under section 507, or license under section 351

of the Public Health Service Act, of such designated drug
(B) The notice shall state that the Secretary is authorized, not ear-

lier than 90 days after the date of the notice, to approve other appli-

cations under section 505, issue other certifications under section

507, or issue other licenses under section 351 of the Public Health
Service Act, for such drug for any such designation, unless such
holder makes the showing described in paragraph (3).

(C) The Secretary shall not issue such a termination notice until a
period of 2 years has expired after the date on which the Secretary

approves such an application, or issues such a certification or li-

cense, for such drug.

(3) Not later than 30 days after the date of the termination notice,

the holder described in paragraph (2)(A) may submit evidence to the

Secretary to demonstrate that—
(A) the cumulative net sales of the drug are not more than

$200,000,000; or
(B) the exceptionally high costs of developing the drug in the

United States exceeded $200,000,000.

(4)(A) Not later than 90 days after the date of the termination
notice, the Secretary shall review any evidence submitted by the

holder—
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(i) in accordance with paragraph (3)(A), and determine wheth-
er the cumulative net sales of the drug are more than
$200,000,000; or

(ii) in accordance with paragraph (3)(B), and determine
whether the costs of developing the drug in the United States
exceeded $200,000,000.

(B)(i) If the Secretary determines that the cumulative net sales of
the drug are not more than $200,000,000, the Secretary shall, within.^

such 90 days, vacate the notice until such time as such sales are
more than $200, 000, 000.

(ii) If the Secretary determines that the costs of developing the
drug in the United States exceeded $200,000,000, the Secretary shall,

within such 90 days, determine the amount of costs incurred in de-

veloping the drug in the United States and vacate the notice until

such time as the cumulative net sales are more than such amount.
(5) In determining the cumulative net sales of a drug, or deter-

mining the costs of developing a drug for purposes ofparagraph (4),

the Secretary shall consider—
(A) evidence submitted in accordance with paragraph (3)(A) or

paragraph (3)(B);

(B) data obtained through contracts with independent sources

of comparative sales data;
(C) data submitted by interested parties; or
(D) other relevant data available to the Secretary.

(6) Any person may submit to the Secretary a petition that con-

tains evidence of the cumulative net sales of a drug and that re-

quests the Secretary to determine whether a termination notice

under paragraph (2) must be issued.

(7) As used in this subsection, the term ^^cumulative net sales^^ of
a drug means total sales of the drug in the United States minus dis-

counts, allowances, and returns.

Public Health Service Act*******
ORPHAN PRODUCTS [bOARD] OFFICE

Sec. 227. [(a) There is established in the Department of Health
and Human Services a board for the development of drugs (includ-

ing biologies) and devices (including diagnostic products) for rare
diseases or conditions to be known as the Orphan Products Board.
The Board shall be comprised of the Assistant Secretary for Health
of the Department of Health and Human Services and representa-
tives, selected by the Secretary, of the Food and Drug Administra-
tion, the National Institutes of Health, the Centers for Disease
Control, and any other Federal department or agency which the
Secretary determines has activities relating to drugs and devices
for rare diseases or conditions. The Assistant Secretary for Health
shall chair the Board.] (a) There is established in the Department
of Health and Human Services an Office for Orphan Diseases and
Conditions. Such Office shall be established at a level within the
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Department with sufficient authority to assure full implementation
of the functions and responsibilities established by this section.

(b) The function of the [Board] Office shall be to promote the
development of [drugs and devices] drugs, devices, and medical
foods for rare diseases or conditions and the coordination among
Federal, other public, and private agencies in carrying out their re-

spective functions relating to the development of such articles,

such diseases or conditions.

(c) In the case of drugs for rare diseases or conditions the
[Board] Office shall—

(1) evaluate

—

(A) the effect of subchapter B of chapter V of the Federal
Food, Drug, and Cosmetic Act on the development of such
drugs, and****

(d) The [Board] Office shall consult with interested persons re-

specting the activities of the [Board] Office under this section and
as part of such consultation shall provide the opportunity for the
submission of oral views.

(e) The [Board] Office shall submit to the Committee on Labor
and Human Resources of the Senate and the Committee on Energy
and Commerce of the House of Representatives an annual report

—

(1) identifying the drugs which have been designated under
section 526 of the Federal Food, Drug, and Cosmetic Act for a
rare disease or condition,

(2) describing the activities of the Board, and
(3) containing the results of the evaluations carried out by

the [Board] Office.

The Director of the National Institutes of Health and the Adminis-
trator of the Alcohol, Drug Abuse, and Mental Health Administra-
tion shall submit to the [Board] Office for inclusion in the annual
report a report on the rare disease and condition research activities

of the Institutes of the National Institutes of Health and the Alco-

hol, Drug Abuse, and Mental Health Administration; the Secretary
of the Treasury shall submit to the [Board] Office for inclusion in

the annual report a report on the use of the credit against tax pro-

vided by section 44H of the Internal Revenue Code of 1954; and the
Secretary of Health and Human Services shall submit to the

[Board] Office for inclusion in the annual report a report on the
program of assistance under section 5 of the Orphan Drug Act for

the development of drugs for rare diseases and conditions. Each
annual report shall be submitted by June 1 of each year of the pre-

ceding calendar year.*******
(f)(1) There is established in the Office an advisory committee to

advise the Office in carrying out the functions of the Office under
this section.

(2) The advisory committee shall be comprised of 11 members ap-

pointed by the Secretary, in consultation with the Office and the

Commissioner of the Food and Drug Administration, from persons
knowledgeable about rare diseases and conditions, including—
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(A) 5 representatives of organizations ofpersons with rare dis-

eases or conditions;

(B) 8 research scientists; and
(OS representatives of health-related companies.

(3) The Secretary shall also appoint, as liaisons to the advisory
committee, individuals from the Food and Drug Administration,
the National Institutes of Health, and other appropriate Federal
agencies.

(4) Any vacancy occurring in the membership of the advisory com-
mittee shall be filled in the same manner as the original appoint-
ment for the position being vacated. The vacancy shall not affect

the power of the remaining members to execute the duties of the ad-
visory committee.

(5) Members of the advisory committee, and liaisons to the adviso-

ry committee, shall not be compensated, but shall receive travel ex-

penses, including per diem in lieu of subsistence, at rates authorized

for employees of agencies under subchapter 1 of chapter 57 of title 5,

United States Code, for each day the member or liaison is engaged
in the performance of duties away from the home or regular place of
business of the member or liaison.

(6) Notwithstanding section 1342 of title 31, United States Code,

the advisory committee may accept the voluntary services provided
by a member of the advisory committee, or a liaison to the advisory

committee.

it: * * :t: * 4f *

TITLE 21—UNITED STATES CODE

§360ee. Grants and contracts for development of drugs for rare

diseases and conditions

(a) AUTHORITY OF SECRETARY.

—

* * * * * * *

(c) Appropriations.—For grants and contracts under subsection

(a) of this section there are authorized to be appropriated

[$10,000,000 for fiscal year 1988, $12,000,000 for fiscal year 1989,

$14,000,000 for fiscal year 1990.] $20,000,000 for fiscal year 1992

$25,000,000 for fiscal year 1993, and $30,000,000 for fiscal year 1994.*******
o
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